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_ Guidance for Industry'

Noncontraceptive Estrogen Drug Products for the Treatment of
Vasomotor Symptoms and Vulvar and Vaginal Atrophy Symptoms
— Recommended Prescribing Information

for Health Care Providers and Patient Labeling -

| This draft guidance, when finalized, wiﬁ represent the Food and Drug Administration’s (FDA’s) current |
1 thinking on this topic. It does not creat¢ or confer any rights for or on any person and does not operate to

' bind FDA or the public. You can use an alternative approach if it satisfies the requirements of the |
| applicable statutes and regulations. If you want to discuss an alternative approach, contact the FDA staff | '
| responsible for implementing this guidance. If you cannot identify the appropriate FDA staff, call the i

appropriate number listed on the title page of this guidance. ‘ -

L INTRODUCTION

This guidance describes, in labeling format, recommended prescribing information for estrogen
drug products that treat moderate to severe vasomotor symptoms and/or moderate to severe
symptoms of vulvar and vaginal atrophy for new drug applications (NDAs) and for supplemental
new drug applications (SNDAs). It.also provides labeling recommendations: for the Patient
Information leaflet. For other indications, such as prevention of postmenapausal osteoporosis,
manufacturers should contact the appropriate review division in the Office of New Drugs
(OND), Center for Drug Evaluation and Research (CDER).? ‘

For abbreviated new drug applications (ANDAs), differences between the prescribing
information for the reference listed drug and the prescribing information for the product covered
by the ANDA may exist. These differences may include the expiration date, formulation,
bioavailability, pharmacokinetics, or omission of an indication or other aspects of prescribing
information protected by patent or accorded exclusivity under section S05(G)(5)(D) of the Federal
Food, Drug, and Cosmetic Act. \ ’

A draft of this guidance was first issued in October 1998 (63 FRSSS’QS)@;;G revised in
September 1999 (64 FR 52100). However, on September 10, 2002, the Agency withdrew the
draft guidance (67 FR 57432) pending consideration of the results from the National Institutes of

* ! This guidance has been prepared by the Division of Reproductive and Urologié Products in the Center for Drug
Evaluation and Research (CDER) at the Food and Drug Administration. C

? Drugs for the prevention or treatment of postmenopausal psteopofosis are reviewed by the Division of Metabolism
and Endocrinology Products, OND, CDER. ‘
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Health (NIH) Women’s Health Initiative (WHI) trial® A third draft of ﬂns gmdance was 1ssued
on February 3, 2003 (68 FR 5300) incorporating the results of the NIH estrogen plus progestin
clinical trial. The fourth draft of this.guidance was issued on February 17, 2004 (69 FR 7492)
incorporating the results of the NIH Women’s Hcalth Initiative Memory Study (WI-HMS) This

revised draft of this guidance, mcorporatmg the results of the NIH estmgen-al«ane chmcal trials,
is being made available for comment. 56

FDA'’s guidance documents, including this guidance, do not establish Iegaliy enferceable
responsibilities. Instead, guidances describe the Agency’s current thinking on a topic and should
be viewed only as recommendatxons, unless specific regulatory or statutory - reqmrements are

cited. The use of the word should in Agency guidances means that: scmethmg is suggested or
recommended, but not required. ’

3 The results of the NIH Women’ s Health Inmatxve estrogen plus progestm chmcal trial were reported in the Journal
of the American Medical Assoczaaon, 2002 288 321-333.

4 The results of the NIH Women’s Health I;ntxatwe Memory Study estrogen plus ;arogestm clinical trial were
reported in the Journal of the American Medical Association, 2003; 289: 2651«2662

3 The results of the NIH Women’s Health I;muatxve estrogen-alone clinical trial were reported in the Journal of the
American Medical Association, 2004; 291:1701-1712.

¢ The results of the NIH Women's Health Initiative Memoxfy Study estrogen-alone clinical trial were reported in the
Journal of the American Medical Association, 2004; 291:2947-2958.
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II. LABELING FOR HEALTH CARE PROVIDERS

We recommend mcludmg the follawzmz prescnbmz mfarmatwn far heaitk care Drovzders

ESTROGENS INCREASE THERISK OFEN‘BOMETRIAL CANCER

Close chmcal surveillance of all w&men takmg estrogens is important. Adequate dzagnostlc o
measures, including, but not limited to, sonohysterography endometrial sampling when indicated.
(2), should be undertaken to rule out mahgnancy in all cases of undlagnosed persistent or

' recurring abnormal vagmal bleeding. There is no evidence that the use of “natural” estrogens

results in a different endometrial risk profile than synthetic estregens at equwalent estrogen
doses.(3). (See WARNINGS M:ahgnant neoplasms, Endomemal cancer)

CARDIQVASCIILAR AND GTHERVRI’SKS

Estrogens with or without pro gestms should not be used for the- prcventxon of cardiovascular
disease or dementia. (See WARNI?N GS, Cardimrascular disorders.and Dementia.)

The Women’s Health Initiative (WHI) study reported increased risks of stroke and deep vein
thrombosis in postmcnopausal women (50 to 79 years of age) during 6.8 years of treatment with
oral conjugated estrogens- (CE 0.625 mg) alone per day, relative to placebo. (See CLINICAL
STUDIES and WARNINGS, Cartliovascular disorders. ) :

of stroke mvaswe breast cancer, p 1Imogary emboli

relative-to-placebe—(See CLINICAL STUDIES and WARNINGS Cardmvascular dxsorders
and Malignant neoplasms, Breast: cancen).i.) o

The Women’s Health Initiative M@mory Study (WHIMS), a substudy-of the WHI study that
evaluated only women 65 vears of age or older utilized changes of baseline scores of the 3MSE
screening tool over time to evaluate patients for all-cause cognitive decline. The study; reported
an increased risk of worsening scmfes on the %creemn‘ test, which is thou 1t to reflect overall

| cognitive functiondeveloping probable-dementia in postmenopausal wormen 65 years of age or

older during 5.2 years of treatment:with CE 0.625 mg per day alone and during 4 years of
treatment with CE 0.625 mg per day combined with MPA 2.5 mg, relative to placebo. It is
unknown whether this finding appl‘aes to younger postmenopausal women. (3) (See CLINICAL
STUDIES, WARNINGS, Dementia, ‘and PRECAUTIONS, Geriatric Use )
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Other doses of oral conjugated estrqgens with. or without madmxyprogestemne acetate and other
combinations, dosages, forms. and soutes of administration ] 6 Qmestrogens and/or

progestins were not studied: in the WHI clinical trials, In»aad«—m the abscnc& of comparable data, |
these risks should be assumed to be similar. (6) Because of these nSKS, estmgens with or without |
progestins should be prescribed at the lowest effective doses and for as srtest duration of

‘nme cons1stent with, the mdnvxdu.z} waman § treatment goals and- knoﬁ'n ‘{ aith nsks q(_)&af-&ae

DESCRIPTION
This should be supplied by the man?:factumr.
CLINICAL PHARMACOLOGY

Endo genous estrogens are largely responsable for: the development and mmm‘enance of the
female reproductive system and secondary sexual characteristics. ‘Although: circulating estrogens
exist in a dynamic equilibrium of metabolic interconversions, estraéwl is the principal
intracellular human estrogen and is’ substmmally more poterit than its meﬁabohtes -estrone and
estriol, at the receptor level. :

The primary source of estrogen in normally cycling adult women is the @vanan follicle, which
secretes 70 to- 500 meg of estradml da:ly, depending on the phase of the menstrual cycle. After
menopause, most endogenous estrogen is produced by conversion of androstenedione, secreted
by the adrenal cortex, to estrone by peripheral tissues. Thus, estrone and the sulfate conjugated
form, estrone sulfate, are the most. abundant clrculanng estmgens in postmenopausal women.

Estrogens act through bmdmg te m;clear mceptors in estrogen-msponswe tissues.  To date, two.
estrogen receptors have. been 1dcnt1:t' ed. These vary in proportion-from tissue to tissue.

Circulating estrogens modulate the pituitary secretion of the gonadmmpms, httennzmg hormone
(LH) and follicle stimulating hormone (FSH), through a. negative feedback mechanism.
Estrogens act to reduce the elevated 1evels of these hormones seen in posmmpausal women.

A, Absorption

This section should be specific for the praduct in question. If the product in question is an oral
dosage form, we recommend zncludzng the followmg mfarmatmn

1. The rate and extent of absorpnon (2.8, Crmaxs Trmaxs Cavgs AUC fluctuation index, and
parent/metabolite ratio) generated during the chmcal pharmacology and
biopharmaceutical studies.

2. Dose proportionality data ffé‘)r the proposed doéing range.

3. The effect of food on the bioavailability of the product in questinn;
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Tables and figures, mcludmg basehne unad;usted levels of estradiol and metabolites. In

the event that baseline ad_;u&dted levels are more appropnate, this fact should be clearly
indicated.

If'the product in questzan isa transdermal delzvezy system, we raaommend including the
Sfollowing mformatzon :

1.

s,

The rate and extent of absor;mon (e.g., C,m T,m, Cavg, AUC fluctuation index, and

~ parent/metabolite ratio) generated during the clinical phanmcniogy and

biopharmaceutical studies. -

Data for all the anatomlcal apphcanon sites that wﬂl be proposed in the prescribing
information.

Dose proportxonahty data fm- the pmposed dosmg range.

Tables and ﬁgures, mcludmg baselme unadjusted levels-of estradml and metabolites. In
the event that baseline adjusted Ievels are more appmpnate, thzs fact should be clearly
indicated. «

The nominal mean in vivo deliveryfrate.

If the product in question is a topical dosage form for vaginal admzmstratzon or administration

10 another site and the estrogen is systemmaily available, we recommend mcludmg the following
~ information: ,

1.

The rate and extent. of absmptxon (e:€., Cmaxs Trax» Caves AUC, ﬂuc:tuauon index, and
parent/metabolite ratio) generated durmg the clinical phaimacalegy and
bxopharmaceutwal studles

Data for all the anatomical appliﬁé,tion sites that will be proposed m the prescribing
information (except for vaginally\adnﬁnistered products). -

Dose propomonahty data. fm' the pmposed dosing range,
Tables and figures,. mc]udmg baselme unadjusted levels of estradm] and metabolites. In

the event that baseline adjustcd icvels are more appmpnate this fact should be clearly
indicated. \

If the product in question is a topical dosage form or a dosage form ta be administered vaginally

- B.

| and the estrogen is not systemwaliy available, we recommend stating: ﬂus clearly,.

Distribution .

The distribution of exogenous estrogens is- snmlar to that of endogcnmzs estrogens. Estrogens
are widely distributed in the body and are generally found in higher concentrations in the sex
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hormone target organs. Estrogens cxrculat@ in the blood }argely bmmd t0 sex honnone bmdxr@
globulin (SHBG) and albumin.

We recommend that addmonal pmtem binding and. pharmacokinetw mfarmatwn be speczﬁc for
the product in question. :

C. Metabolism

Exogenous estrogens are metabolized in thﬂ same manner as endogenous. estmgcns Circulating
estrogens exist in a dynamic eqmlibnum of metabolic interconversions. These transformations
take place mainly in the liver. Estradiol is converted reversibly to estrone, and both can be
converted to estriol, which is the ma,}or urinary metabolite. Estrogens also lmdergo enterchepatic
recirculation via sulfate and glucuronide conjugation in the liver, blhary secretion of conjugates
into the intestine, and hydrolysis in the intestine followed by reabserptwn. In: postmenopausal
women, a significant proportion of the cm:ulatmg estrogens exist as sulfate conjugates,

especially estrone sulfate, Whlch serves as 2 cxrculatmg reservoir for the: farmatwn of more active
estrogens -

We recommend that additional mexabaltc and phannacokmetzc mformatzon be Speczf c.for the
product in question.

D. Excretion

Estradiol, estrone, and estnol are excreted in the urine along with giucuromde and sulfate

conjugates.

We recommend that additional pharmac:okznetw mformatwn (e.g., apparant half-l life(s) and
clearance) be specific for tlze product in questzon

E. Special 'Popul-ations

This section should be speég‘ﬁc for fhe product in question.
F. ~ Drug Interactions |

We recommend mcludmg the followmg mfarmatzon

In vitro and in vivo studies-have shown that estragens are metabolized parml}y by cytochrome
P450 3A4 (CYP3A4). Therefore, mducers or inhibitors of CYP3A4 may affect estrogen drug
metabolism. Inducers of CYP3A4, such as St. John’s Wort preparations G“Iypencum
perforatum), phenobarbital, carbamazepme, and rifampin, may reduce plasma concentrations of
estrogens, possibly resulting in a decrease in therapeutic. effects and/or changes in the uterine
bleeding profile. Inhibitors of CYP3A4, such as erythromycm, clanthmmycm ketoconazole,

' itraconazole, ritonavir, and. grapefmxt juice; may increase plasma conccntzaﬁons of estrogens and
result in side effects.
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This section shauld be speczf ic for the praduct in question. If the product in question is a
transdermal delivery system, we recommend addmg the following sectwn on adhesion:

G. Adhesion

Since the adhesion or lack of adhesion of transdermal systems to the skin is a critical factor
directly related to drug delivery, therapeutic effect, and possibly to compliance, we recommend
including in vivo adhesion. mformatzan on the percentage of systems that lifted and/or were
detached and replaced during the pharmacokinetic and clinical studies. Adhesion information
should be specific for the transdermal praduct in question.

CLINICAL STUDIES

This section should be specific for the product in question and should include information
concerning the appropriate endpoints 1o assess the effectiveness for the indication sought. A

concise and objective description of the studies that provide primary supp@rt -for effectiveness
should include brief summanes of the followmg

a. Study designs

b. Demographics of the mtent~ta—treat study populat:ans
c. Study results

For the indication of treatment of i moderate to severe vasomotor symptoms, we recommend

including a table of results (number and severity of vasomotor symptow combined in a single.
table or reported in separate tables) that provides the sample size; the -mean number (standard
deviation (SD)) or mean severity (SD) of hot ﬂaskes per day or per week at baseline and at

weeks 4 and 12 for each treatment group, the mean change (SD) for number and severity from
baseline at weeks 4 and 12 for each treatment group, and the P-value versus placebo for number .
and severity at weeks 4 and 12 for each treatment group ,(8,,_2}

For the indication of treatment of moderaie to severe s_wnptoms of vulvar and vaginal atrophy,
description of the study results should be mcluded in the text. (101

We recommend reporting results from mdmdualvstudzes separately.
Women’s Health Initiative Studies

The WHI enrolled a total of 27 000 predominantly healthy ,postmenopausal women to assess the
risks and benefits of either the use of oral conjugated estrogens (CE 0.625 mg)-alene per day )
alene-or the use of oral conjugated estrogens (CE 0.625 mgper day) plus medroxyprogesterone
acetate (MPA 2.5 mg) per day} compared to placebo in the prevention of the followingeertain
chronic diseases; osteoporotic fractures, colon cancer, endometrial car cer, stroke. and dementia
(11). While the population of women in both hormone arms of the study were menopausal,
were significant demographic differences between them so the study resul;s of each of the
hormone arms are not directly comparable to each other (12). The primary endpomt was the
incidence of coronary heart disease (CHD) (nonfatal myocardial infarction and CHD death), with
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invasive breast cancer as the pnmax%y adverse outcome studied, A “glabal mdex” moiuded the
earliest occurrence of CHD, invasive breast cancer, stroke, pulmonary embolism (PE),
endometmal cancer, colorectal cancﬁr, hxp ﬁ:actum or death due to ather causels Fhestudy

Results of the estrogen-alone substudy, whlch mcluded 10 739 women (avzrage age of 63 years, ‘
range 50 to 79; 75.53 percent white, 14.745. percent black, 6.1 percent: H:spamc, 3.8 percent
other) (15), after an average follow~up of 6.8 years are presented in Table {zmert numbar)

Table (insert number) RELATIVE AND ABSOLUTE RISK. SEEN m’ THE ESTROGEN—

ALONE SUBSTUDY OF wm“
Event’ - Relative Risk* ~ Placebo Premann
Premarin vs. Placebo |~ n=5429 . n=5310
at 6.8 Years : .
(95”/0 o)) Absahlte Rlsk pﬁl‘ 10 ,000
/ g e : ‘Women-Years =
CHD events 0.91(0.75-1.12) | . 54 49
Nonfatal MI - 0.89(0.70-1.12) | 41 - | - 37
CHD death - 0.94(0.65-1.36) 16 15
Invasive breast cancer = . 0.77(0.59-1.01) | 33 - 26
Stroke | 1.39(1.10-1.77) - 32 44
Pulmonary embolism ~°1.34 (0.87-2.06) 10 13
| Colorectal cancer . 1.08 {0.75-1.55) - 16 17
Hip fracture ‘ ~0.61 (0.41-0,91) 17 11
Death due to causes other than | ' - 1.08 (0.88-1.32) 50 53
the events above S ‘ :

Global index’ 71.01(091-1,12) - | 190 192
Deep vein thrombosis® 1.47 (1.04-2.08) 15 21
Vertebral fractures® 062 (0.42-0.93) 17 -1
Total fractures® “0.70: (0 .63-0.79) ’ 1‘95 A 139

¢ Adapted from JAMA, 2004; 291: 1701«-1712 :
® A subset of the events was combmed in:a “global index,” defined as the earliest occurrenice of CHD events, invasive

breast cancer, stroke, pulmionary embohsm, endomemal cancer, colorectal cancer, hip ﬁ‘acmre, or death due to other
causes

¢ Not included in global index
* Nominal confidence intervals unadjusted for mumple iooks and multiple conmansoﬂs A 16!

For those outcomes included in the WHI “global index” that reached statxsmal s:gmﬁcance the
absolute excess risk per 10,000 women-years in the group treated *w'xth Prs:mann alone was 12
more strokes, while the absolute risk reduction per 10,000 women-years was 6 fewer hip
fractures. The absolute excess risk of events included in the “global index” was a nonsignificant
2 events per 10,000 women-years. There was no difference between the groups in terms of all-
cause mortality. (See BOXED WARNINGS WARNINGS, and PRECAUTIONS.)
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M*ém 'The CE/MPA substudy was stoppad early because, according to the predefined stopping rule, the
‘08  increased risk of breast cancer and cardiovascular events exceeded the specified benefits
309" included in the “global index.” Results of the CE/MPA substudy, which included 16,608 women
310  (average age of 63 years, range 50-to 79; 83.9 percent white, 6.5 percent black, 5.5 percent

311 | Hispanic, 4.1 percent other)(15), after an average follow-up of 5.2 years are prasented in Table
312 (insert number).

313
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'I'able (insert number) RELATIVE ANI) ABSOLUTE RISK SEEN N TKE CEIMPA

- SUBSTUDY OF WHI
Event® ' - Relative Risk , Plaeebe i CE/MPA -
CE/MPA vs.placebo | n= 3,102 - n=8,506
 at5.2 Years i - i
(95% CI¥) . Abseluta RISkpm‘ 10 000
‘ R ’ Wcmen-Ycaxs
CHD events © ] 1.29(1.02-1.63) 30 B R ¥
Nonfatal MI ’ 132(I 02-1.72) | 23 30
CHD death - 1.18:{0. 70-1. 97) | - 6 2 7
Invasive breastcancer’ | 126(1.00-159) | 30 . | . 38
- Stroke | 141(1.07-1.85) | 21 0 ) 29
Pulmonary embolism o] 21341393258 | - 8 1. 16
Colorectal cancer ‘ - 0.63:(0.43-0.92) 16 10
. Endometrial cancer .| '0.83¢47-14n | 6. -t - 8§
Hip fracture ' . 0.66(0.45-098) | . 15 T 10
Death due to causes other than 092¢0.74-1,14) | 40 - | 37
the events above | 2 3 s o
Global index® s 115 (i .03- 128) Lo 18y o 1 170
Deep vein thrombosis® 2 07 (i 49»-2 87) 13 26
Vertebral fractures® ‘ 1 0.66(0.44-098) | . 15 9
Other osteoporotic fractures® | . 0. 77“(0.69*-0’.86) - J ’17&"' b 131

8 Adapted from JAMA, 2002; 288 321 -333 .
® Includes metastatic and nonmetastatic bwest cancer with the exception ofin: sm; breast cancer -
© A subset of the events was combined ina “global index,” defined as the: ea:hest occurrence of CHD events, invasive

breast cancer, stroke, pulmonary embohsm, endometnal cancer, colorectal cancer, h:tp ﬁaﬁm or death due to other
causes :

"Not included in global index ( S
* Nominal confidence intervals unad;usted for muiuple Iooks and multiple compansuns g lé)

The COMeS ded-in 1elexs” ) 0.
womenv-wars in the g__}_m treated with CE/MPA were 7 more Cfﬁ) ’cvam*s 8 more strokes, 8
more PEs, and 8 more invasive breast cancers, while the absolute risk: reductions per. 10,000
women-years were 6 fewer colorectal cancers and 5 fewer hip fractures. The absolute excess
risk of events included in the “glaba} index” was 19 per 10,000 womm~years_(_1_,71 There was no
difference between the groups in terms of all-cause mortahty (See BQXEB WARNINGS,

- WARNINGS, and PRECAUTIONS)

Women’s Health Inmatlve Memary Stndy

The estrogen-alone WHIMS a substudy of the WHI study, enml}cd 2,947 predominantly healthy
(18) postmenopausal women 65 years of age: and older (45 percent -were aged 65 to 69 years, 36
| percent were 70 to 74 years, and 19 percent were 75 years of age and older) to evaluate the
effects of conjugated estrogens (CE 0.625 mg per day) on the incidence of probable dementia
(primary outcome) compared with placebo \

10
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After an average fongw-up of 5.2 years, 28 women in the estrogen-alone: @m{p (37 per- 10 ,000
women-years) and 19 in the placebo group (25 per 10,000 women-years) were dzagnased with
probable dementia. The relative risk of probable dementia in the estrogen~alone group 'was 1.49
(95 percent confidence intérval (CI), 0.83-2.66) compared to placebo; It is unkriown whether
these findings apply to younger pos:tmenepausal women. (See BOXED WARNINGS
WARNINGS, Dementia, and PRECAUTIONS Geriatric Use)

The estrogen plus progestin WHIMS substudy enrolled 4,5 32 ‘predominantly healthy
postmenopausal women 65 years of age and older (47 percent ‘were aged 65:to 69 years, 35
percent were 70 to 74 years, and 18 percent were 75 years of age and oidm);{ 19) to evaluate the
effects of conjugated estrogens (CE 0.625 mg per day) plus medroxyprogesterone acetate (MPA

2.5 mg per day) on the incidence of probable dementia (primary autceme—) compared with
placebo.

After an average follow—up of 4 years, 40 women in the- estmgen/progestm group (45 per 10,000
women-years) and 21 in the placebo group (22 per 10,000 womemyears) were diagnosed with
probable dementia. The relative risk of probable dementia in the hormone. therapy group was
2.05 (95 percent Cl, 1.21-3.48) compared to placebo. Differences between groups became
apparent in the first year of treatment. It is unknown whether these fmémgs apply to younger
postmenopausal women. (See BOXED WARNING WARNINGS, Bemenﬁa, and
PRECAUTIONS, Gerlatnc Use )

INDICATIONS AND;U SAGE -
(Trade Name) is indicated in the“ ‘

Depending on the specific drug, da;sage Jform, and clinical trials performed ‘the prescrzbmg
information can include approprzate mdzcatzans ﬁom those hsted bere '

1. Treatment of moderate to~severe vasomotor symptoms assocxated fwith menopéuse

2. Treatment of moderate to’ sevew symptoms of vulvar and vagmal atmphy associated with
menopause. When. prescribing solely for the treatment of symptoms of vuivar and
vaginal atrophy, local (20) taep:feal vaginal products should be cenfsxdared s

CONTRAINDICATIONS

(Trade Name) should not be used in women with any of the folldwing conditions: .

1. Undiagnosed abnormal genital bleeding.

2. Known, suspected, or history of cancer of the breast.
3. Known or suspected esﬁfdgenadependent neoplasia.
4. Active deep vein thrombosis, pulmonary embolism, or history of these conditions.
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5. Active or recent (e.g., thhm the past year) arterial thrombeembohc disease (e.g., stroke,
myocardial infarction).

6. Liver dysfunction or disease. |

7. Known hypersensxtxvxty to the mgredlents of (Trade Namﬂ)

8. Known or suspected pregnancy ‘There is no indication for (Trade Name) in pregnancy.
There appears to be little or no increased risk of birth defects in children born to women
who have used estrogens and progestins from oral contraceptives. madvertently during
early pregnancy. {(See PRECAUTIONS.) ,

WARNINGS

'See BOXED WARNINGS.

1. Cardiovascular disorders

Estrogen and estrogen/progestin theraples have been assactawd with an increased risk of
cardiovascular events such as m3 stroke, a&we&a&«venous thrombosis and
pulmonary embolism (venous thromboembnhsm (’VTE)j_Z,;} Should any -of these occur or be
suspected, estrogens should be dlscontmued immediately.

Risk factors for arterial vascular d1sease (e.g. hypertensxon, diabetes melhms tobacco use,
hypercholesterolemia, and obesxty) and/or venous thromboembolism (e.g.; personal history or
family history of VTE, obesxty, and systemic lupus erythemat@sus) should be managed
appropriately.

a. Coronary heart disease and stroke

In the WHI estrogen-alone substudy, an mcreased risk of stroke was obsewed in women
receiving CE compared to placebo (44 versus 32 per 10,000 women-years). The increase in risk
was observed in year 1 and persisted. (See CLINICAL STUDIES )

In the CE/MPA substudy of the. WHI study, here was no an mcreased nsk of @H}%eveﬁta
{defined-as-nonfatal myocaxdlal infarction or and-CHD death)-was-ebserv m women recelvmg
CE/MPA compared to women receiving placeb 22.). There was an43 73 .
women-years)—The increase in nsk noted for w&s—ebseweémyear 1 but z}_}e overall i mcrease in
risk was not significant. (2___)_' - d: In the same subswdy of the WHI study, an mcreased
risk of stroke was observed in womcn rccﬁwmg CE/MPA compared to women receiving placebo
(29 versus 21 per 10,000 womemyears) The increase in risk was observed aftcr the first year
and persisted. (See CLINICAL STUDIES 2 \

In postmenopausal women with documented heart disease (n = 2,763, average age 66.7 years), a
controlled clinical trial of secondary prevention of cardiovascular disease {Heart and
Estrogen/Progestin Replacement Study (HERS)) treatment with CE/MPA (0.625mg/2.5mg per
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day) demonstrated no cardiovascular benefit. ‘During an avérage foiiow-up of 4*1 years,
treatment with CE/MPA did not reduce the overall rate of CHD events in pc;stmenepausal

“women with established coronary heart disease. There were more. CHD events in'the CE/MPA-

treated group than in the placebo group in year 1, ‘but not during the subsequent years. :
Participation in an open label extensmn of the ongmal HERS trial (HERS'II) was agreed to by
2,321 women. Average follow-up in HERS II was an add&txonal 2.7 years, for atotal of 6.8 years
overall. Rates of CHD events were comparable among women m the CE/WA group and the
placebo group in HERS, HERS I and overall.

Large doses of estrogen (5 mg con;ugated estrogens per day), comparabieto those used 1o treat
cancer of the prostate and breast, have been shown in a large prospective clinical trial in men to
increase the risk of nonfatal myocardial infarction, pulmonary embolism, . and mxombophlebms

b. Venous thromboembolism

In the WHI estrogen-alone substudy, an increased risk of deep vein thmmbaéxs was. obsérved in
women recexvmg CE compared to placebo (21 versus- 15 per 10,000 women-years). The increase
in deep vein thrombosxs nsk was observed durmg the first year.: (See: CLINICAL STUDIES.)

In the CE'MPA substudy of the WHI study, a twofold greater rate of VTE, mcludmg deep
venous thrombosis and pulmonary embolism, was observed in women receiving CE/MPA
compared to women receiving placebo. The rate of VTE was. 34 per 10;000 women-years in the
CE/MPA group compared to 16 per 10,000 women-years in the p!acebo group. The increase in
VTE risk was observed during the ﬁrst year and persisted. (See CLINICAL STUDIES.)

If feasible, estrogens should be dxscontmued atleast4to 6 weeks befcre surgery ef«th&type

associated with an increased risk of thromhoembohsm, or during periods of prolongcd
immobilization.

2. Malignant neoplasms
a.  Endometrial cancer )

The use of unopposed estrogens in women with intact uteri has been associated with an increased
risk of endometrial cancer. The reported endometrial cancer risk among unopposed estrogen
users is about 2 to 12 times greater than in nonusers, and appears depandent on duration of
treatment and on estrogen dose. Most studies show no significant increased risk associated with
use of estrogens for less than 1 year. The greatest risk appears. associated with prolonged use,
with an increased risk of 15- to 24-fold for.5 to 10 years or more of ugg_ggggaed estrogen use in
women with an intact uterus (24). This risk has been shown to persist fOr at least 8 to 15 years
after estrogen therapy is discontinued.

Clinical surveillance of ai%women with an intact uterus who are usingtaking estrogen and /or
/progestin combinations is important (25).  Adequate diagnostic measuxeswmeladmgeﬁdeﬁwaéa}
sampling-when-indieated; should be undertaken to rule out malignancy in all cases of
undiagnosed persistent or recumng abnormal vagmal bleeding. There is ho evidence that the use
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-of natural estrogens results in a different endometrial risk profile than' synthet:c estrogens of
equivalent estrogen dose. Addmg a@rogesmn to estrogen therapy has been shown to reduce the
risk of endometrial hyperplasxa *g};;_, ~which-may AHESOF- e:;damema} nancer (26).

b. Breast cancer

-The use of estrogens and progestins by pestmenopausal women has been rcported to increase the
risk of breast cancer. The mest-impertantrandomized clinical trial ‘providing information about
this issue is the CE/MPA substudy of the WHI study (see CLINICAL STUDIES). The results
from observational studies are genaraﬂy consistent with those of the WHI clinical trial and report
no significant variation in the risk of breast cancer among: dlfferem estrogens or progestins,

| doses, or routes of administration (2’7 %

‘The CE/MPA substudy of the WHI study reported an increased nSk -of breast cancer in women

who took CE/MPA for a mean follow-up of 5.6 years. Observatmnal studies have also reported
an increased risk for estrogen/progestin combination therapy, and a smaller increased risk for
estrogen-alone therapy, after several years of use.(28) In'the WI-H trial and from observational
studies, the excess risk increased with duration of use (29). In—Frem ol ﬁe;xanogai trials
estudies, the risk
appeared to return to baseline in about 5 years after stopping trcatmenug_@ 1In addition, a small
number of observational studies suggest that the risk of breast cancer was greater, and became

" apparent earlier, with estrogen/progestm combination therapy as eompared to esn'ogen—alone
| therapy (31} : :

In the CE/MPA substudy, 26 perccnt of the women reported prior use of estrogen—a}one and/or
estrogen/progestin combination hormone therapy After a mean follow-«up of 5.6 years during
the clinical trial, the overall relative’risk of invasive breast cancer was 1.24 (95 percent CI, 1.01-
1.54), and the overall absolute risk was 41 versus 33 cases per 10,000 ‘women-years, for
CE/MPA compared with placebo ‘Among women who reported prior use of hormone therapy,
the relative risk of invasive breast cancer was 1 86 5.(32), and the absolute risk was 46 versus 25
cases per 10,000 women-years, for CE/MPA compared with placeba Among women who
reported no prior use of hormone t;herapy, the relative risk of i invasive breast cancer was 1.09
(32), and the absolute risk was 40 versus 36 cases per 10,000 women-years, for CE/MPA
compared with placebo. In'the same substudy, invasive breast cancers were larger and diagnosed
at a more advanced stage in the CE/MPA group compared with the placebo group (33).
Metastatic disease was rare with no-apparent difference between the two groups. Other
prognostic factors such as histologic subtype, grade, and hormone receptor status did not differ
between the groups. ‘ :

The use of estrogen p}us progestin has been reported to result in an increase in abnormal
mammograms requiring further evaluation. All women should receive yearly breast
examinations by a health care prov;der and perform- monthly breast self-examinations.: In
addition, mammography examinations should be scheduled based on patient age, risk factors,
and prior mammogram results.

3.  Dementia
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In the estrogen~alone WHIMS a populatmn of 2, 94‘7 hysterectonnzed women aged 65 ta 79

4,532 postmenopausa} womien age& 65 to 79 years was randmmzed to CEMA or placéba

In the estrogen-alone substudy, aﬁer an average follow-up cf 5.2 years, 28 women inthe -
estrogen-alone group and 19 women in the placebo group were diagnosed with pmbable
dementia. The relative risk.of probable dementia for estrogen alone versus placebo was1.49 (95
percent CI, 0.83-2.66). The absolute risk of prebable dementia for, estrogen alone versus placebo
was 37 versus 25 cases per 10 000 women-years It is unknown whether these findings apply to

younger postmenopausal women. (See CLINICAL STUDIES and PRECAUTIONS,
Geriatric Use.)

After an average follow—up of4 yeaa's, 40 women being n“eawd with:CE/MPA (1.8 percent, n =
2,229) and 21 women in the placebe group (0.9 percent,n = 2,303) recewed diagnoses of
probable dementia. The relative risk for CE/MPA versus placebo was 2.05 (95 percent CI, 1.21-
3.48), and was similar for women with and without histories of mennpausa} hormone use before
WHIMS. The absolute risk of probable dementia for CE/MPA versus placebo was 45 1 versus 22
cases per 10,000 women-years, and the absolute excess risk for CEMI’A was 23 cases per
10,000 women-years. It is uinknown whether these findings apply to younger postmenopausal
women. (See CLINICAL STUDIES and ?RECAUTIONS, Geriatric Use ) ’

4, Gallbladder disease

A two- to fourfold increase in the risk of gallbladder dxsease requmng su:rgery in postmenopausal
women receiving estro gens has been reported

5. Hypercalcemia

Estrogen administration may lead to severe hypercalcenua in patients with breast canccr and
bone metastases. If hypercalccmla occurs, use of the dru&shouki be stopped and appropnate
measures taken to reduce the serum calcmm level.

6. Visual abnormalities

Retinal vascular thrombosis has besen reported in patlents recexvmg estmgens, Discontinue
medication pendmg examination if there is sudden partial or complete loss of vision, or a sudden
onset of proptosis, diplopia, or migraine. If examination reveals papxl!ed&ma or retinal vascular
lesions, estrogens should be permamnﬂy discontinued.

PRECAUTIONS
A. General
1. Addition of a progestin when a woman has not hadahystexectpmy
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Studies of the addition of a progestin for 19 or more days of acycle of estrogen administration,
or daily with estrogen in a continuous regimen, ‘have reported alowered incidence of endometrial
hyperplasm than would be: mduced by estxogen treatment alone 13 ) Endometrial-hyperplasia

entiarisks that may
be assomated thh the: use of progestms Wlﬂl estrogens compared 10 estmgcn—alone reglmens

2, Elevated blood pressure

In a small number of case reports, substantxal increases in blood prassm:e have been atmbut«ed to
idiosyncratic reactions to estrogens. In a large, randomized, placebo-com;ml}ed clinical trial, a
generalized effect of estrogens on blood pressure ‘was not seen. Elood pressure should be
monitored at regulax mtervals with estrogen use. :

3. Hypertnglyceridemm A

In patients with preexisting hypemglyeeﬁdemxa, estr@gcn therapy may be associated with.
elevations of plasma tri egcendes Iﬁadmg ‘to pancreatitis and other complicamns

4. Impaired hver function anrd past“hxstory of cholestatic jaundiﬁe

Estrogens may be poorly. metabehzed in panents with 1mpan~ed hver function. For panents with
a history of cholestatic jaundice associated with past estrogen use or with pregnancy, caution
should be exercised, and in the easa of recurrence, medwatwn should be dlscontmued

5. Hypothyroidism |

Estrogen administration leads to m(:reased thyroid-binding globulm (’FBG) levels. Patients w;th
normal thyroid function can compensate for the increased TBGby making more thyroid
hormone, thus maintaining free T4 and T3 s ‘serum concentratmns in the normal range. Patients
dependent on thyroid hormone replacement therapy who are also receiving estrogens may
require increased doses of their thyroxd replacement therapy ‘These patients should have their
thyroid function momtorcd to mamtam their free thyroid hormone 1evels in an acceptable range.
6. Fluid retention

Estrogens may cause some: degree of fluid retention. Because of: thxs patlents who have
conditions that might be influenced by thxs factor, such as.a cardxac or renal dysfunction, warrant
careful observation when estrogens are prescnbed. ~

7. Hypocaleemia

Estrogens should be used with caution in individuals with «s,evérehypﬁ”célaemia.
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The CE/MPA substudy of the WHI study reported that estrogen ylus pmggstm moreased the risk
of ovarian cancer (36). After an average follow-up of 5.6 years, the: reiatwemkfox ‘ovarian
cancer for CE/MPA versus placebc ‘was 1.58 (95 percent CI, 0. 77-3.24) but was nﬂt statismcally

significant. The absolute risk for CE/MPA versus placebo was 4.2 versus 2.7 cases per 10,000

women-years. In some ep;demzolagc studies, the use of Mt;.,@mm alone, in pamcula for 10 or

more years, has been associated with an mcreased risk of ovanan camer Other epxdemmloglc
studies have not found these assocxanons :

9. Exacerbation of endometriosis

Endometriosis may be exacerbated with administration of estrogens. A fe:w cases ef malignant
transformation of residual endometrial xmglants have been reported in women treated post-
hysterectomy with estxogenralane ‘cherapy For patients known to: have msxdual endomatnosm
post-hysterectomy, the addmon of progestin should be consxdered.

10. Exacerbation of other condiﬁons

Estrogens may cause an exacerbatwn of asthma, diabetes melhtus, ﬁpﬂeiasb’s nngrame or .
porphyna, systemic lupus erythema};osus, and hepatic hemangiomas aﬁé shouldbe used with

caution in women with these ccndmons

B. Information for Paﬁents ‘

Physicians are advised to discuss the Patient Information leaflet wzth patw;:ats for whom they
prescribe (Trade Name).

C. Laboratory Tests

Estrogen administration should be initiated at the lowest dose’ appmved for the mdwatmn and
then guided by clinical response rather than by serum hormone levels (e.g. s estradiol, FSH) (37).

This section should be specific for t}ze: product in question.
D. Drug/laboratory Test Interactions

1. Accelerated prothrombin tlme, partial thromboplasnn time;. and plateiet aggregatml tlme,
increased platelet count; increased factors II, VII antigen, VIII antigen, VIII coagulant
activity, IX, X, XII, VII-X complex, II-VII-X complex, and beta-thromboglobulin;
decreased levels of antifactor Xa and antithrombin I, decreased antithrombin 11
activity; increased levels of fibrinogen and ﬁbnaogen activity;’ increased plasminogen
antigen and actmty (38) :

2. Increased TBG levels leading to mcreased circulating total thyro;d hormone levels as
measured by protem-bound 1odme (PBI), T, levels (by calumn or by radioimmunoassay),
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or T; levels by radmunmuncassay T; resin uptake is decreased, reflecting the elevated
TBG. Free T, and free T3 concentrations are unaltered. Patients on thyroid replacement
therapy may. reqmre hxghcr doses of thyroid honnone

3. Other binding proteins may be. elcvated in serum (i.e., cortwos’eerotd binding globulin
(CBG), SHBG) leading to increased total cu‘cnlatmg corticosteroids and sex steroids,
respectively. Free hormone concentrations may be decreased. Other plasma proteins.
may be increased (angwtensmogen/renm substrate, alpha~ -antmypsm, ceruloplasmin).

4, Increased plasma HDL and HDL; cholesterol subﬁ'actwn concentranons, reduced LDL
- cholesterol concentratlon, increased: tngiycendes levels.

5. Impaired glucose tolerance

6.  Reduced response to metyrapoﬁe test.

E.  Carcinogenesis, Mﬁtagenaﬁs, Impairmeht of Femhty

Long-term continuous admmxstranen of estrogen, with or without progestin, in women with or-
without a uterus, has shown an 1ncreased risk of endometrial cancer (39) , breast cancer (40), and

ovarian cancer {41)- (See BOXED WARNWGS WARNINGS -and. PRECAUTIONS)

Long—term continuous. admmxstratmn of natural and synthenc estrogens in ce:rtam animal species
increases the frequency of carcmomas of the breast, uterus, Cervix, vagma, testis, and liver.(42).

This section should be specific for. the product in question, .

F. Pregnancy /

(Trade Name) should not be used during pregnancy. (See CONTRAINDICATIONS.)

G.  Nursing Mothers

Estrogen administration to nursing mothers has been shown to decrease the quantity and quality
of the milk. Detectable amounts of estrogens have been identified‘in the milk of mothers
recexvmg estrogens.this-drag: Caunon should be exerczscd when (Trade Name) is administered
to a nursing woman. \ :

H. Pediatric Use

Complete as appropriate in. accordance with 21 CFR 201.5 7{}9{9); \

I Geriatric Use

Complete as appropriate in accordance with 21 CFR 201.57(1)(10).
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Of the total number of subjects in the estrogen-alone substudy of the: WHistudy, 46 percent =
4,943) were 65 years and older, while 7.1 percent (n = 767) were 75 yeara and older. In the

estrogen only arm, thereFhere was a higher relative risk (€ }-of strake in women
less than 75 years of age comparﬂd to women 75 years and oldar ﬁ}) '

In the estrogen-alone substudy of the WHIMS, a population of 2,947 hysterectomized women,

| aged 65 to 79 years, was randomlzed to estrogen alone (CE 0.625 mg per day) or placebo. In the

estrogen-alone group, after an average follow-up of 5.2 years, the relative. nsk(CB versus

| placebo) of probable dementia was 1.49 (95 percent CI, 0.83-2.66) {4437

Of the total number of subjects in the estrogen plus progestin subsmdy of the WHZI study,
percent (n = 7,320) were 65 years and older, while 6.6 percent (n= 1,095) were 75 years and
older. There was a higher relative risk (CE/MPA versus placebo)-of stroke and invasive breast
cancer in women 75 and older compared to women less than 75 -years of age@

In the estrogen plus progestin subsmdy of WHIMS a population of 4,532: postmenopausal

‘women, aged 65 to 70 years, was randomized to conjugated estmgxens {CE 0.625 mg per day)

plus medroxyprogesterone acetate (MPA 2.5 mg per day) or placebo. In the estrogen plus
progestin group, after an average fofllow-up of 4 years, the relative. nsk (CEMA versus
placebo) of probable dementia was 2.05 (95 percent CI, 1.21-3 48).

Pooling the events in women receiving CE or CE/MPA in comparison to those i in women on
placebo, the overall relative risk of probable dementia was 1.76 (95 percent CI, 1.19-2.60).
Since both substudies were conducted in women aged 65 to 79 years, it is unknown whether

these findings apply to younger posimenopausal women. (See B(}XED WARN!N GS a:nd
WARNINGS, Dementia.)" ‘

ADVERSE REACTIONS
See BOXED WARNINGS, WARNINGS and PRECAUTIQNS

This section should be revised to state the followmg when mcludmg a xabie of ¢ all treatment

emergent adverse events regardless of drug relationship reported as a frﬁguen@f of greater than
or equal to 5 percent with Trade Name

Because clinical trials are conducted under ‘widely varying condmans, adverse reaction rates
observed in the clinical trials of a. dmg cannot be directly compared torates in the clinical trials
of another drug and may not reflect the rates observed in practice. The adverse reaction
information from clinical trials does, however, provide a basis for 1dcm1fymg the adverse events
that appear to be related to drug use and for apprommatmg rates.

We recommend including the followmg.\ )

The following additional adverse reactions have been reported with estrogen and/or progestin
therapy.

1. Genitourinary system
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Changes in vagmal bleeding pattern and abnormal withdrawal bleeding or flow; brcakthrough
bleeding; spotting; dysmenorrhea, increase in size of uterine leiomyomata; increased incidence
of vaginitis (46), mcludmg vaginal candxdxasxs, changes in amount of cervical secretion; changes
in cervical ectropion; ovarian cancer; changes in the risk of endomemal hyparplasxa and:

endometrial cancer 47n.

2. Breasts

Tenderness, enlargement, pain, nipple discharge, galactorrhea; fibrocystic breast changes; breast
cancer. ' )

3. Cardiovascular

Deep and superﬁcxal venous thrombosxs, pulmonary embolism; ﬂnrombophlcbms, myocardial
infarction; stroke; increase in blood pressure.

4. Gastrointestinal

Nausea, vomiting; abdonnnal cramps bloating; cholestatic Jaundwe, mcreased incidence of
gallbladder disease; pancreatms, enlargement of hepatic hemangiomas.

5. Skin

Chloasma or melasma that may persist when drug is dxscantmued erythema multiforme;
erythema nedosum, hemorrhagxc eraption; loss of scalp hair; hxrsunsm, pruritus, rash.

6. Eyes
Retinal vascular thrombosis, intolerance to contact lenses.
7. Central nervous system

Headache; migraine; dizziness; mental depression; chorea; nervousness, mood disturbances;
irritability; exacerbation of epﬂepsy, dementia.

8. Miscellaneous

Increase or decrease in weight; reduced carbohydrate tolerance; aggravatxon of porphyria;
edema, arthalgias; leg cramps; changes in‘libido; urticaria, angioedema,
anaphylactoid/anaplylactic reactions; hypocalcemia; exacerbation of asthma; increased
triglycerides. (48)

OVERDOSAGE
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Serious ill effects have not been reported following acute: mgcsnon of laa:ge éoses Gf cstmgen
containing drug products by young children. Overdosage of estrogen may cause nausea and
vomiting, and withdrawal bleeding may oceur in femalcs

DOSAGE AND ADMNISTRATION

Dpnendma on the specific drug and dnvama {'nrm the nmvrnbma m{hmnnnn can ﬂg]ud'g

2= Qpftyy et T s SRR < RS 2l vwv-vg

approprzate dosage and admzmstralwn fmm those lzsted here, 7

When estrogen is prescribed for a pcstmempausal woman wzth a uterus, a pmges%tm shou}d also
be initiated to reduce the risk of endometrial cancer. A woman without a uterusdoes not need
progestin. Use of estrogen, alone or in combination with-a progestin, should: be with the iowest
effective dose and for athe-shortest duration of time consxstem with the individual wom

y-the- nan- Patients should be re-
evaluated penodlcally as chmcally appropnate Ce. g B-month to 6-«month mtervals) to determine
if treatment is still necessary (see BOXED: WARNINGS and WARI‘EINGS} “For women who
have a uterus, adequate diagnostic measures, suek- > when indicated,
should be undertaken to rule out mahgnancy in cases of undmgnased persrstent or recumng
abnormal vaginal bleedmg ' o

The manufacturer should supply speczf ic dosage mformatmn for treatment af maderate to severe
vasomotor symptoms and for treatment of moderate to severe sympiams of vulvar and vagmal
atrophy associated with menopause. §50[

For products with multiple doses:

Patients should be started at the lowest dose V

We recommend that manufacturers ‘whose: clmzcal develapment program dzd not. 1denty‘y the
lowest effective dose include:

The lowest effective dose of (Traée?Naméj) has not been \dﬁtminefd.«
HOW SUPPLIED

The manufacturer should supply mﬁ)rmatwn on available dosage ﬁmms, potency, color, and
packaging. The manufacturer should also provza'e a stomge staiement

. The manufacturer should mclude a szatement such as “Keep out. af reach 9f chzidren in both the

instructions and the dispenser.
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OL PATIENT INFORMATION
The fecommended text for the Patient Information leaflet is a;fali,am;

PATIENT INFORMATION =~

,'E(‘Updi\,@ted insertfull date)

']“mde Name
" (Insert chemzcal name)

Read this Patient Information lcaﬂet befaze you start taking (Trade Nam&) and read what you get
each time you refill (Trade Name). ‘There: ‘may be new information. This information does not

‘take the place of talking to your health care provxder about your- medmal condition or your

treatment.

WHAT IS THE MOST IMPORTANT INF@RMA’HQN I SHﬁULIi KNOW ABOUT
(TRADE NAME) (AN ESTROGEN HQRMONE)‘? ’

Estrogens increase the chance of gettmg cancer of the uteras 31

- Report any unusual vagmal bleeding mght away while you are tak:mg estmgans Vaginal
' bleeding after menopause may be'a warning sign of cancer of the utetus (womb). Your health

care provider should check any unusual Vagmai b!eedmg to find out the cause.

* Do not use estrogens with or without progestins to prevcnt he&rt dzseas:: heart attacks, or
strokes. .

' Using estrogens w1th or. without mogemm may increase vour cgange f)f g@ ing.-heart attacks

strokes, breast cancer, and blood ckats (521
¢ Do not use estrogens w;th or Wxihoqt progestins, to prevent: dementia. |

Using estrogens with or without prégestiﬁéxmay increase. your risk of dementia (53 )

You and your health care provxder should-talk regularly ‘about W A
with (Trade Name). . ‘

What is (Trade Name)?
(Trade Name) is a medicine that contains estrogen hormones.
What is (Trade Name) used for?

We recommend including only approved indications.

2




Contains Nonﬁinding’Recommendaﬁaﬁs
Draft — Not for Implementation

(Trade Name) is used after menopame to: -

¢ Reduce moderate to severe hot ﬂashes

Estrogens are hormones macie bya woman s ovaries. The ovaries mrmaily stop making
estrogens when a woman is between 45 to 55 years old. This dropiin body ‘estrogen
levels causes the “change of life” or menopause (the end of monthly menstrual periods).
Sometimes, both ovaries are: removed dmmg an operatxon before natural menopause
takes place. The sudden drop in es&rogen levels causes. “surgwal mem)pause

When the estrogen levels begm droppmg, some women develop vea:y uncamfuaable
symptoms, such as feelings of warmth'in the face, neck, and chest, or sudden strong
feelings of heat and sweating (“hot ﬂashes” or “hot ﬂushas”) In some women, the

symptoms are rmld, and they wﬂl n@t need estro gens ln athe‘r womem, smnptoms can be
more severe. You-and-¥ - -GOTe 13 2t 3

e Treat moderate to severe. dryness, itching, and burningin or a&d»around the
vagina (54)

You and your health care pmwder should talk regularly absaut whether you stillneed
treatment with (Trade Name) to control these problems. If: you use (Trade Name) only to
treat your dryness, itching, and burning in oread around your vagina.(54), talk with your
health care prowder about’ whethesr a topical vaginal pmduct wou}d be bettser for you.

Who should not take (Trade Name)?

Do not start taking (Trade Name) if ybu:

e Have unusual yaginal;blfeeding
e Currently have or liave had certain cancers

Estrogens may increase the chance of getting certain types of- canmers, mcludmg cancer of
the breast or uterus, If you: have or have had cancer; talk thh your health care provider

“about whether you should take (Trade Name).

+«Had a stroke or heart aﬁack in the past year
+Currently have or have had bluod clots

e Currently have or haye\ hadsi'iver problems

e Are allergic to (Traﬁfevj;r Nam\e)’or any of its'ing‘re,die;nts ‘

See the end of this leaflet for a list of ingredients in (Trade Name).
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e Think you may be pregnant
Tell your heaﬁﬁ care provider:
o If you are breastfeeding:
The hormone in (Trade Name) can pass into your milk.
e About all of your medicél pmgb}ems' :
Your health care provider may need to-check you more careﬁxlly if you have certain

conditions, such as asthma (wheezmg), epilepsy (se:zur&s), migraine; endometriosis;

lupus; problems with your heart, 11Vﬁr, thyrmd or: kxdneys, or have lngh calcmm levels in
your blood or are under oing : ;

e Aboutall the medxcmes you take

This includes prescription and nonprescnptlon m@dmmes ‘vitamins, and herbal

supplements. Some medxcmzs may affect how (Trade Name) works (Trade Name) may
‘ also affect how your other medicines work.

e Ifyou are going to have surgex%y or will be on bed ;tesf -
You may need to stop taking estrogens. |
What are the ingredients in (Tré&e;Name)?
We recommend providing a list ofaz}l active and nonactive ingéediém.g . i
How should I take (’i‘radé Namé)" ‘ |

We recommend providing instructions on haw to take (Trade. Name) E‘ (1 T rade Name) comes in
several strengths, include #1. (

4-Start at the lowest dose and talk to your health care pmv;der about hnw well that dose is
working for you-

2:1. . Estrogens should be used at the lowest dose possible for your treatment only as long as
needed. (Sponsors whose clinical -development program did not identify the lowest
effective dose are recommended to include: The lowest eﬁecﬁve dose of (Trade Name)
has not been determined. You and your health care provider should talk regularly (e.g.,
every 3to 6 months) about the dose you are taking, the reasons-and-whether you are
taking (Trade Name). and hou. long 10 continue ostith-need treatment with (Trade Name).
(56
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#=279  What are the possible side effects of estrogens?

981 Less common but serious side effeéts include:

982
983 ¢ Breast cancer - :
984 o Cancer of the uterus .
985 o Stroke _
986 e Heart attack
987 ¢ Blood clots -
988 ¢ Dementia (§7)
989 e Gallbladder disease
990 ] e Ovarian cancer (58)
991 R
992  Some of the warning signs of serious side effects include:
993 A
994 e Breast lumps (
995 e Unusual vaginal bleedmg
996 e Dizziness and famtness
997 e Changes in speech
998 o Severe headaches
999 e Chestpain :
1000 e Shortness of breath
™01 o Pains in your legs
1002 e Changes in vision
1003 * Vomlting
1004

1005  Call your health care provider right away if you get any of these wammg srgns, or any other
1006  unusual symptom that concerns you. L ,

1007

1008 Common side effects include:

1009

1010 e Headache

1011 e Breast pain \

1012 o Irregular vaginal bieedmg or spotting
1013 e Stomach/abdominal cramps, bloating
1014 e Nausea and vomiting

1015 ! ¢ Hair loss (59)

1016

1017  Other side effects include:

1018

1019 | o High blood pressure

1020 o Liver problems

1021 e High blood sugar

1022 ¢ Fluid retention /

1023 e Enlargement of benign tumors of the uterus (“fibroids”)
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e Vaginal yeast infection

" These are not all the possxble side effects of (Trade Name). For more mformatmn, ask your

health care provider or pharmamst
What can I do to lower my chances of a selfious:side\ effect thh {de&N'?ame)’?

Talk with your health care provider regularly about whether you should continue taking (Trade.
Name). If you have a uterus, talk to your health care provider about whether the addition of a
progestin is right for you. In general, the a{idxtxon of a progestin 1s recﬂmmended for women
with a uterus to reduce the chance of getting cancer of the uterus. See your health care provider
right away if you get vaginal bleeding while taking (Trade Nams} Have a breast exam and
mammogram (breast X-ray) every year unless your health care: provider tells you otherwise. If
members of your family have had breast cancer or if you have ever had breast lumps or an
abnormal mammogram, you may need to have breast exams more often. If you have high blood .
pressure, high cholesterol (fat in the‘blood), diabetes, are overweight, or if you use tobacco, you
may have a higher chance of getting heart. disease. Ask your health care provider for ways to
lower your chance of getting heart disease.

Have an annual gynecologic exam.
General»information about safe axid effective use of (’I’LradﬁﬁNﬁme) '
Medicines are sometimes prescnbed for conditions that are not mentioned in patient information

leaflets. Do not take (Trade Name) for conditions for which it was not prescribed. Do not give

(Trade Name) to other people; even 1f they have the same symptoms you have. It may harm
them.

Keep (Trade Name) out of the reach of children
This leaflet provides a summary of the most important information. aboutv (Trade Name). If you
would like more information, talk with your health care provzder or pharmacist. You can ask for

information about (Trade Name) that is written for health professionals. “You can get more
information by calling the toll-free number (add number here).
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